The patient was weaned off the ventilator, but died nine days after his second laparotomy of an extensive myocardial infarction.
A 16 year old girl was admitted because of low grade fever, headache, and nuchal rigidity. She complained of galactorrhoea during the preceding year and irregular menstruation since menarche at 13 years old.
Physical examination was unremarkable except for the galactorrhoea.
The diagnostic work-up for meningitis was negative. Cranial computed tomography and subsequent magnetic resonance imaging showed a large, possibly cystic, pituitary lesion ( fig 1) . The laboratory work-up showed a mild elevation of basal prolactin levels, 1.05 IU/l; evaluation of pituitary reserve showed normal thyrotrophin, luteinising hormone, and follicle stimulating hormone responses after stimulation. The α-subunit levels were 0.1 mIU/ml. Mild bilateral superior constriction was found on Goldman visual field examination. There were no findings suggestive of sarcoidosis (normal chest radiography, normal serum angiotensin converting enzyme levels).
QUESTIONS
(1) What is the differential diagnosis for this patient? (2) Which specific work-up should the follow up include? The chest radiograph (see p 502) shows gas under the right hemidiaphragm. This is not free intraperitoneal gas, but is a loop of bowel interposed between the liver and the right hemidiaphragm, the Chilaiditi sign.
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Q2: Comment on the history and computed tomogram
There was no evidence of perforative peritonitis. The computed tomogram (see p 502) shows a large retroperitoneal haematoma around the aorta, but no aortic aneurysm. Spontaneous retroperitoneal bleeding is often associated with type IV Ehlers-Danlos syndrome and is the commonest cause of death in this population.
Discussion
Ehlers-Danlos syndrome is an inherited disorder of collagen synthesis. Type IV, far less common than types I, II and III, is caused by a deficiency of type III collagen. 2 The causative mutations in the COL3A1 gene are very variable, and are usually inherited in an autosomal dominant pattern. Biochemical examination in the present case showed the secretion of an abnormal type III collagen protein. 3 DNA sequencing of cDNA produced from cultured skin fibroblasts showed a glycine (GGA) to glutamic acid (GAA) substitution at position 847 of the COL3A1 gene ( fig 1) . In keeping with other helical glycine substitutions, this causes severe reduction of tissue type III collagen, resulting in severely weakened arteries, intestines, ligaments, and other organs. We also detected similar changes in his mother and brother, while his maternal grandmother was a clinically silent somatic/gonadal mosaic for the error. 3 Type III collagen forms only 15% of normal skin and ligaments, and is absent in bones and joints. In contrast to the other Ehlers-Danlos syndrome subtypes, skin laxity and joint hypermotility are not prominent features of type IV Ehlers-Danlos syndrome. The walls of blood vessels, the gastrointestinal tract and uterus are the main depots of type III collagen. These patients often suffer spontaneous rupture of arteries, commonly affecting main branches of the aorta, but not uncommonly involving intrathoracic and intracerebral vessels. 4 Haemorrhage may occur even in the absence of aneurysmal dilatation of the vessel. Spontaneous retroperitoneal bleeds are the commonest cause of death in this population. They are also at risk of spontaneous perforations of the gastrointestinal tract, commonly the colon. 5 During the third trimester of pregnancy, there is a 5%-15% risk of uterine rupture. 6 The present case demonstrates most of the complications that are associated with this unfortunate condition. It is due to a high incidence of these catastrophic complications that the life expectancy of patients with type IV Ehlers-Danlos syndrome is markedly shortened. They usually die in the fourth decade of life and survival beyond the age of 50 is rare. This contrasts with other Ehlers-Danlos syndrome variants who have normal life expectancy.
Awareness and early recognition of these life threatening complications are essential to the management of this unfortunate group of patients. Elective surgery should be undertaken with great caution, and only if absolutely necessary, as they tend to bleed uncontrollably and heal poorly after operations.
Final diagnosis
Spontaneous retroperitoneal bleeding associated with type IV Ehlers-Danlos syndrome.
Galactorrhoea in a 16 year old girl with a large sellar mass Q1: What is the differential diagnosis for this patient?
Craniopharyngioma; this is the most common tumour in the region of the hypothalamus and the pituitary in this age, presenting with headache, vision impairment, various degrees of hyperprolactinaemia, and pituitary insufficiency. Two thirds of craniopharyngiomas are suprasellar and one third extend into or are within the sella. 1 The majority of craniopharyngiomas are cystic or mixed cystic/solid lesions. Calcifications of the rim of the tumour mass are a common feature.
Pituitary adenoma; this was probably nonfunctioning (NFPA) as no signs of growth hormone excess were present and there was only a mild increase in prolactin levels. These usually present as space occupying lesions. The clinical manifestations of NFPA include headaches, visual fields defects, and extraocular nerve palsies. Pituitary insufficiency commonly results from destruction of the remaining normal pituitary tissue.
Primary hypophysitis; this is a rare disorder with about 140 cases reported The clinical presentation includes headache and visual impairment as well as nausea and occasionally signs of meningitis. It usually occurs at an older age than our patient and frequently coexists with systemic disorders.
The patient underwent trans-sphenoidal surgery and complete removal of the lesion was achieved. A thin film of normal looking anterior lobe of the pituitary was identified and preserved. On microscopic examination moderately intense mononuclear inflammation, with lymphocytes, macrophages and plasma cells was found, features consistent with lymphocytic hypophysitis.
Q2: Which specific work-up should the follow up include?
As lymphocytic hypophysitis usually coexists with other autoimmune disorders, 2 laboratory examination for a possible coexistence of other autoimmune disorders should be performed. In this case it was negative, including antithyroid and antinuclear antibodies; only the titre of anticardiolipin antibodies was slightly increased. Pituitary function tests should also be performed. These include thyroid function tests and prolactin levels as well as dynamic assessment of pituitary function including insulin tolerance test to assess the growth hormone and cortisol responses as well as luteinising hormone releasing hormone and thyrotrophin releasing hormone test to assess the gonadotrophin and thyroid stimulating hormone reserve. Cortisol response could also be assessed using the short Synacthen test instead of the insulin tolerance test. Plasma and urine osmolality should also be checked. The tests should be repeated after six months and yearly thereafter. Magnetic resonance imaging (MRI) of the pituitary should also be repeated at the same time points.
MRI after surgery was normal and there were no visual field abnormalities. Pituitary function tests were normal. Follow up after three years has been excellent; the menses were regular and there was no evidence of pituitary insufficiency and/or disease recurrence.
Discussion
Three distinct clinicopathological entities of primary hypophysitis have been described. These are-in decreasing order of occurrence-lymphocytic hypophysitis, granulomatous hypophysitis, and xanthomatous hypophysitis.
Lymphocytic hypophysitis is encountered predominantly in women in the third and fourth decade of life, during late pregnancy, or early postpartum. It may present with headache and visual impairment. Hypopituitarism is present in 60% to 70% of cases. In 95% of cases MRI shows a solid homogeneous pituitary mass and occasionally suprasellar extension. Further radiological features of lymphocytic hypophysitis include loss of the bright spot in the posterior pituitary and thickening of the pituitary stalk. Although the aetiology of lymphocytic hypophysitis remains unknown there is evidence of an autoimmune origin as well as an association with other autoimmune disorders. 2 Of the latter the most common is lymphocytic thyroiditis.
Granulomatous hypophysitis accounts for fewer than 1% of cases of all pituitary disorders and is equally distributed between the sexes (usually women are in the third decade while men are in the fifth decade of life). It can either be an isolated lesion or part of a systemic disease, such as sarcoidosis. On imaging granulomatous hypophysitis presents with mixed solid and cystic features.
Xanthomatous hypophysitis is the least common form of hypophysitis. It does not show any sex predominance and on imaging studies appears cystic.
Our patient, being an adolescent, is younger than the typical patient with lymphocytic hypophysitis, since few cases in children and adolescents have been reported. 3 4 Moreover, her disease was not linked to pregnancy. Additionally, on MRI the pituitary lesion appeared cystic, a feature encountered in granulomatous hypophysitis, xanthomatous hypophysitis, and craniopharyngioma but uncommon in lymphocytic hypophysitis. The chest radiograph shows widespread areas of randomly situated consolidation and blunting of the right costophrenic angle. Computed tomograghy confirms multiple foci of nodular consolidation throughout both lung fields predominantly in the mid and upper zones. There is evidence of the "tree in bud" appearance suggesting early cylindrical bronchiolar impaction and development of bronchiectasis.
Q2: What is the likely diagnosis and what further investigations should be performed to confirm this?
The most likely cause of predominantly mid and upper lobe bronchiectasis is allergic bronchopulmonary aspergillosis. This results from a hypersensitivity reaction to inhaled fungal spores with mucus plug formation and bronchiectasis.
To make this diagnosis there must be evidence of sensitisation to aspergillus by positive skin allergen testing or serum precipitins, along with either upper lobe bronchiectasis (confirmed by bronchoscopy), raised total IgE or positive sputum cultures. 1 All of these results were found in our patient and confirmed the diagnosis.
Q3: What treatment should the patient be given?
The patient should be given oral steroids. This patient responded with dramatic symptomatic improvement, weight gain, and radiographic resolution.
Q4: What are the pulmonary complications of ulcerative colitis?
Various pulmonary disorders have been reported as extraintestinal manifestations of ulcerative colitis. These include pulmonary vasculitis, obliterative bronchiolitis, and a well documented association with chronic bronchial suppuration and bronchiectasis. [2] [3] [4] These tend to progress independently of colonic disease activity and onset years after colectomy is not uncommon. 5 Pulmonary complications associated with sulphasalazine therapy include hypersensitivity pneumonitis, fibrosing alveolitis, and bronchiolitis obliterans. [6] [7] [8] These conditions develop within months of starting treatment. There have been no previous reports of allergic bronchopulmonary aspergillosis in association with inflammatory bowel disease.
A common physiological process linking ulcerative colitis and allergic bronchopulmonary aspergillosis is difficult to substantiate. However this does not preclude an association, as it is similarly difficult to find evidence explaining the association with other pulmonary disorders.
Interestingly our patient had a positive p-ANCA titre and a reported series suggests that patients with ulcerative colitis and bronchiectasis have an increased frequency of autoantibodies. 4 It was proposed that a T-lymphocyte associated defect may lead to development of antibodies to a range of tissue antigens and destruction of various mucosal surfaces.
Allergic bronchopulmonary aspergillosis may be a rare association of ulcerative colitis and should be considered as a potential diagnosis in patients who fulfill the diagnostic criteria.
Final diagnosis
Allergic bronchopulmonary aspergillosis in association with ulcerative colitis.
